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DETAILED ACTION 

1 . Applicant's response filed on 12/01/2009 and sequence listing filed on 05/26/2010 is 
acknowledged. 

2. Claims 55-63 and 65 are pending and currently under examination as they read on a 
method for generating a composition of contiguous overlapping peptide fragments. 

3. The following rejections are necessitated by the amendment filed on 12/01/2009. 

Claim Rejections - 35 USC §103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

5. Claims 55-61 and 63 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
01/88085 (PTO-892 mailed on 06/12/2008; Reference N) in view of each of Von Gamier er al. 
(Reference C24; 07/26/2004); Astori et al. (Reference CI 6; IDS filed on 07/26/2004); Fellrath et 
al. (Reference CI 7; IDS filed on 07/26/2004); Kammerer et al.(Reference C8; IDS filed on 
06/22/2004); and Kammerer et al.(Reference C9; IDS filed on 06/22/2004). 

WO 01/88085 teaches a method for generating a composition of contiguous overlapping 
peptide fragments (COPs) for a selected polypeptide allergen the improvement comprising 
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carrying out the steps of: (1) determining candidate contiguous overlapping peptides by a method 
comprising: (a) conducting a computerized structural analysis of the selected polypeptide 
allergen to identify alpha helix, beta sheet and cysteine bridge three-dimensional structural 
formations (In particular, page 8, lines 5-15); (b) selecting one or more separation sites within 
the sequence of the polypeptide allergen to provide candidate contiguous overlapping peptide 
fragments from 30 to 90 peptides in length which peptides overlap each separation site (In 
particular, page 2, lines 16-23) wherein said COPs present all potential T-cell epitopes but 
interrupt alpha helix and beta-sheet structural motifs involved in IgE binding (In particular, page 
19, lines 13-29); and (2) producing said candidate contiguous overlapping peptide fragments; 
and (3) screening said candidate COPs by the steps of: (a) selecting COPs characterized by 
having a T cell stimulating activity for T cells specific for the selected polypeptide allergen 
which is greater than a selected minimum by contacting said COPs with T cells specific for the 
selected polypeptide allergen and detecting said T cell stimulating activity (In particular, page 9, 
line 31 to page 10, line 9); and (b) selecting COPs characterized by having an IgE binding 
activity for IgEs reactive with the selected polypeptide allergen which is less than a selected 
maximum by contacting said COPs with IgEs reactive with said selected polypeptide allergen 
and detecting said IgE binding activity by in vitro and in vivo tests (In particular, page 6, line 5 
to page 7, line 12) of claim 55; wherein the COPs have relatively reduced levels of IgE binding 
activity but conserved T cell stimulating activities relative to the IgE binding and T cell 
stimulating activities of the allergen (In particular, page 19, lines 13-29);) of claim 56; wherein 
the peptides overlap each separation site by 10 amino acid residues (In particular, page 2, lines 
16-23) of claim 57; wherein said COPs have a T cell stimulating index which is greater than 2 
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(In particular, page 9, line 31 to page 10, line 9) of claim 58; wherein said COPs are useful in 
inducing tolerance to said polypeptide allergen (In particular, page 6, lines 27-30) of claim 59; 
wherein the COPs are useful in desensitization immunotherapy (In particular, page 18, lines 9- 
30) of claim 60; and wherein which the IgE binding activity in vitro is measured by 
immunob lotting (In particular page 24, lines 15-29) of claim 61; and wherein the IgE binding 
activity is measured in vivo by an intradermal test (In particular, page 6, lines 27-30, page 3, 
lines 8-13) of claim 63. 

The claimed invention differs from the prior art in the recitation of "sets of COPs" in 
claims 55-56, 58-60 and 65. 

Von Gamier er al. teaches a composition comprising a set of three overlapping 44-60-mer 
peptides spanning the entirety of the phospholipase a2 allergen. The fragments overlap each 
other by at least 10 amino acids and the composition is used for allergen immunotherapy (In 
particular, Figure 1, page 1643, whole document). 

Astori et al. teaches a composition comprising a set of three overlapping 44-60-mer 
peptides spanning the entirety of the phospholipase a2 allergen. The fragments overlap each 
other by at least 10 amino acids and the composition is used for allergen immunotherapy (In 
particular, whole document, materials and methods section, Figure 1). 
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Fellrath et al. teaches a composition comprising a set of three overlapping 44-60-mer 
peptides spanning the entirety of the phospholipase a2 allergen. The fragments overlap each 
other by at least 10 amino acids and the composition is used for allergen immunotherapy (In 
particular, whole document, methods section). 

Kammerer et al. teaches a composition comprising a set of three overlapping 40-60-mer 
peptides spanning the entirety of the phospholipase a2 allergen. The fragments overlap each 
other by at least 10 amino acids and the composition is used for allergen immunotherapy (In 
particular, page 99, right column, whole document). 

Kammerer et al. teaches a composition comprising a set of three overlapping 40-60-mer 
peptides spanning the entirety of the phospholipase a2 allergen. The fragments overlap each 
other by at least 10 amino acids and the composition is used for allergen immunotherapy (In 
particular, page 1017, left column, whole document). 

It would have been obvious to apply the teachings of allergen peptide sets taught in Von 
Gamier er al. (Reference C24; 07/26/2004); Astori et al. (Reference CI 6; IDS filed on 
07/26/2004); Fellrath et al. (Reference CI 7; IDS filed on 07/26/2004); Kammerer et 
al.(Reference C8; IDS filed on 06/22/2004); and Kammerer et al.(Reference C9; IDS filed on 
06/22/2004) to the teaching of WO 01/88085 teaches a method for generating a composition of 
contiguous overlapping peptide fragments. The Von Gamier er al. (Reference C24; 07/26/2004); 
Astori et al. (Reference CI 6; IDS filed on 07/26/2004); Fellrath et al. (Reference CI 7; IDS filed 
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on 07/26/2004); Kammerer et al.(Reference C8; IDS filed on 06/22/2004); and Kammerer et 
al.(Reference C9; IDS filed on 06/22/2004) references each teach that the sets are useful for 
immunotherapy since they have retained all of the allergen T cell epitopes, but lack IgE binding 
epitopes. 

From the reference teachings, it is apparent that one of ordinary skill in the art would 
have had a reasonable expectation of success in producing the claimed invention. Therefore, the 
invention as a whole was prima facie obvious to one of ordinary skill in the art at the time the 
invention was made, as evidenced by the reference, especially in the absence of evidence to the 
contrary. 

6. Claims 55 and 61- 62 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
01/88085 (PTO-892; Reference N) in view of each of Von Gamier er al. (Reference C24; 
07/26/2004); Astori et al. (Reference CI 6; IDS filed on 07/26/2004); Fellrath et al. (Reference 
CI 7; IDS filed on 07/26/2004); Kammerer et al.(Reference C8; IDS filed on 06/22/2004); and 
Kammerer et al.(Reference C9; IDS filed on 06/22/2004) and further in view of Shanti et al. 
(PTO-892 mailed 02/12/2007, Page 2, Reference U) . 

WO 01/88085; Von Gamier er al. ; Astori et al; Fellrath et al.; Kammerer et al; and 
Kammerer et al. have been discussed supra. 

The claimed invention differs from the prior art by the recitation of "wherein the 
immunoblot is a dot blot" of claim 62. 
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Shanti et al. uses a dot-blot technique to determine IgE binding to Sa-II and tropomyosin 
shrimp allergen peptide fragments (In particular, page 5356, paragraph spanning left and right 
columns and Figure 1). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to apply the teaching of Shanti et al. to the teachings of WO 01/88085 and 
each of Von Gamier er al. ; Astori et al.; Fellrath et al.; Kammerer et al.; and Kammerer et al. to 
determine IgE binding activity to overlapping peptide fragment sets using a dot blot assy. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to do so, because the dot blot as taught by Shanti et al. is a good way to test for IgE 
binding activity to allergen fragments (In particular, page 5356, paragraph spanning left and right 
columns, abstract, Figure 1). The strongest rationale for combining references is a recognition, 
expressly or impliedly in the prior art or drawn from a convincing line of reasoning based on 
established scientific principles or legal precedent, that some advantage or expected beneficial 
result would have been produced by their combination. In re Semaker. 217 USPQ 1,5-6 (Fed. 
Cir. 1983). See MPEP 2144. 

From the combined teaching of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 
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7. Claims 55, 63 and 65 are rejected under 35 U.S. C. 103(a) as being unpatentable 
over WO 01/88085 (PTO-892; Reference N) in view of each of Von Gamier er al. (Reference 
C24; 07/26/2004); Astori et al. (Reference CI 6; IDS filed on 07/26/2004); Fellrath et al. 
(Reference CI 7; IDS filed on 07/26/2004); Kammerer et al.(Reference C8; IDS filed on 
06/22/2004); and Kammerer et al.(Reference C9; IDS filed on 06/22/2004) and further in view of 
Spertini et al. (IDS filed on 07/26/2004). 

WO 01/88085; Von Gamier er al. ; Astori et al.; Fellrath et al.; Kammerer et al; and 
Kammerer et al. have been discussed supra. 

The claimed invention differs from the prior art by the recitation of "wherein the 
intradermal test is an immediate intradermal (ID) test wherein the sets of COPs are selected 
which have a wheal diameter less than or equal to 5 mm at a peptide concentration of greater 
than 0.1 pg/ml and no flare reaction" of claim 65. 

Spertini et al. teaches the intradermal injection of three long (44-60 amino acid long) 
overlapping peptides at a peptide concentration of .1 u.g/ml in 9 patients. Only 3 of the patients 
exhibited a positive reaction at day 70. The reference is silent as to what is defined as a positive 
reaction, but 6 of the 9 patients exhibited no reaction. Therefore, 6 of the patients had no 
reaction, so they exhibited no flare reaction and a wheal diameter of less than 5mm in response 
to the 1 pg/ml intradermal injection. 
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It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to apply the teaching of Spertini et al. to those of WO 01/88085 and each of 
WO 01/88085; Von Gamier er al. ; Astori et al.; Fellrath et al.; Kammerer et al; and Kammerer 
et al in order to measure the IgE binding activity of the sets of long overlapping peptides in vivo 
at a relevant concentration because in vivo data more reliably confirms the applicability of the 
long overlapping peptide sets for an effective immunotherapy technique. The strongest rationale 
for combining references is a recognition, expressly or impliedly in the prior art or drawn from a 
convincing line of reasoning based on established scientific principles or legal precedent, that 
some advantage or expected beneficial result would have been produced by their combination. In 
re Semaker. 217 USPQ 1,5-6 (Fed. Cir. 1983). See MPEP 2144. 

From the combined teaching of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 

8. No claim is allowed. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nora M. Rooney whose telephone number is (571) 272-9937. 
The examiner can normally be reached Monday through Friday from 8:30 am to 5:00 pm. A 
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message may be left on the examiner's voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Ram Shukla can be reached on (571) 272- 
0735. The fax number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

August 16,2010 
/Nora M Rooney/ 

Primary Examiner, Art Unit 1644 



